ABSTRACT

Bullous pemphigoid is an autoimmune condition
whereby the immune system forms antibodies
that target the skin, resulting in the formation of
blisters in a generalized and symmetric pattern.
Localized bullous pemphigoid can occur in special
circumstances. Here, we describe two patients that
developed localized bullous pemphigoid in one
lower extremity following orthopedic surgery. We
propose that underlying edema following orthopedic
surgery is a potential trigger for localized bullous
pemphigoid.
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Bullous pemphigoid (BP) typically presents
in a symmetric and generalized distribution.
Here, we describe two patients who presented
with localized BP after orthopedic surgery.

CASE'PRESENTATION

Case 1. A 68-year-old female patient with
a history of generalized BP presented to our
clinic with persistent blisters limited only to
her left lower extremity. Previous pathological
examination showed bulla with eosinophilic
infiltrates with hematoxylin and eosin
staining, linear immunoglobulin (Ig)G, and (3
deposition in the basement membrane with
directimmunofluorescence, IgG deposition
on the roof of salt split skin with indirect
immunofluorescence, and elevated BP180
antibodies with enzyme-linked immunosorbent
assay (ELISA), leading to a diagnosis of BP.

The patient was treated with several
medications, including prednisone,
mycophenolate mofetil, azathioprine, and
rituximab, resulting in remission of her BP.
She then underwent left ankle and foot
surgeries. Subsequently, two months later,
she experienced a recurrence of her BP, with
large tense bullae and underlying 2+ pitting
edema only on the left lower leg (Figure 1). She
underwent a second course of rituximab with
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considerable improvement in her symptoms.

Case 2. A 75-year-old female patient
with a history of right knee replacement
presented with a three-year history of localized
pruritic blisters on the right lower leg. By
the time of our evaluation, she had scabbed
papules, erosions, and milia limited to the
lower right leg (Figure 2). ELISA confirmed
BP180 antibody positivity. Biopsy showed
subepidermal vesicular dermatitis with
neutrophils and eosinophils on hematoxylin
and eosin staining and linear lgG and (3
deposition in the basement membrane with
direct immunofluorescence consistent with
diagnosis of BP. She was treated with topical
corticosteroids and oral doxycycline with
resolution of her symptoms.

DISCUSSION

The pathogenesis of BP is due to auto-
antibodies targeting BP180 and BP230, two
hemidesmosome components essential for the
attachment of the epidermis to the underlying
extracellular matrix, resulting in the formation
of subepidermal blisters." Since these antigens
are expressed throughout the skin, BP typically
presents with a generalized and symmetric
pattern.’

Localized BP has previously been described in
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the context of radiation, phototherapy, surgical
sites, burns, and neurological hemiparesis.?
Proposed mechanisms of localized BP in this
context include koebnerization, alteration

of BP180 and BP230 antigens, and exposure

of these antigens to the humoral mediated
immunity. Neither of our patients had a history
of radiation, burns, or neurologic insults to their
affected extremities. Furthermore, the localized
presentations in our patients were not due to
koebnerization phenomenon since the blisters
extended beyond the surgical sites.

One likely trigger is localized edema, a likely
consequence of the orthopedic surgeries, which
can explain the pathogenesis of localized BP in
these cases. Studies suggest that up to seven
percent of unaffected subjects have circulating
BP180 and/or BP230 antibodies without
any clinical manifestation.** Furthermore,
one study showed that such antibodies from
unaffected subjects can activate immune cells
in vitro.% It is plausible that, in our patients, the
edema and vascular congestion secondary to
the orthopedic surgeries caused an increase
in the local concentration of BP180 and/or
BP230 antibodies, inflammatory mediators,
and immune cells in the affected extremity,
ultimately resulting in the formation of blisters
limited to these sites. Interestingly, a recent
report also described unilateral lower extremity
BP in a patient with venous stasis, further
highlighting the role of edema in certain cases
of localized BP.

CONCLUSION

In summary, we describe two patients with
localized presentations of BP associated with
orthopedic surgery. The role of orthopedic
surgery and localized edema as triggers of
localized BP warrants further recognition and
evaluation.

FIGURE 1. Large tense blisters on erythematous base

with significant underlying 2+ pitting edema on the
|eft lower leg of Patient 1
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